INTRODUCTION
============

Alopecia areata (AA) is a common inflammatory disease characterized by a sudden-onset, nonscarring hair loss that has a significant cosmetic impact on patients[@B1]. The prevalence of AA has been reported as approximately between 0.1% and 0.2%, and may occur at any age[@B2]. As AA has a widely variable clinical course, it is difficult for clinicians to predict the prognosis and clinical outcome of any individual AA patient. Previously, some reports have suggested that early-onset (before adolescence) AA has a poorer prognosis than middle age onset AA, which has been associated with a more favorable outcome[@B3],[@B4],[@B5]. Although variations in the onset age of AA lead to distinct clinical consequences, the underlying mechanisms remain unknown. To date, many epidemiologic studies have found an association between AA and multiple atopic diseases-specifically asthma, atopic dermatitis (AD), and allergic rhinitis-as well as various autoimmune diseases, particularly thyroid disease and vitiligo [@B6],[@B7],[@B8],[@B9],[@B10]. Other case reports also suggest an association between AA and psoriasis and lupus erythematosus (LE)[@B6],[@B11]. Notably, one prior epidemiologic study demonstrated that AA cases with an age of onset before 10 years are more frequently associated with atopic diseases and LE, indicating a need for screening for these diseases in this age group[@B12]. According to this study, the different onset age of AA reflects the specific atopic or autoimmune diseases, and clinicians should consider these comorbid disorders and treat these diseases in a timely manner. While its underlying pathogenesis has not been fully characterized, AA may represent an organ-specific autoimmune disease resulting from a genetic predisposition and certain environmental triggers[@B2],[@B12]. However, the relation between the age of onset of AA and the resulting clinical presentation remains unclear. Therefore, the purpose of this study is to characterize the differences in clinical manifestations of early-onset and late-onset AA patients by means of a chart review.

MATERIALS AND METHODS
=====================

Patients
--------

In total, 871 patients with AA were enrolled in this study between 2003 and 2012 from the Department of Dermatology at Yonsei University Wonju Severance Christian Hospital. In all cases, a diagnosis of AA was reached through clinical examination by a group of experienced dermatologists. All medical records were reviewed retrospectively. The subjects were subdivided into two groups specifically, an early-onset group and a late-onset groupon the basis of whether the age of AA onset was before or after the subject\'s 13th birthday. The age of the patients at the time of visit to our department was not considered in the grouping of patients. The patients presented variable subtypes and severities of AA, and the subtypes were not considered in subdividing them into groups.

Clinical profiles
-----------------

The following clinical characteristics were recorded for all patients: age at AA onset, family history of AA (including parents, grandparents, and siblings); history of hypertension, diabetes, hypercholesterolemia, thyroid disease, and AD. All serologies (performed on the initial clinic visit) were also recorded, including all hematologic tests, thyroid function tests (TFTs), routine chemistry panel, lipid profile, and antinuclear antibody (ANA) test.

Statistical methods
-------------------

For all data analysis, a statistics analysis package (SPSS for Windows, version 18.0; SPSS Inc., Chicago, IL, USA) was used. For continuous data (i.e., serologies), the format mean±standard deviation was used. For all comparisons between groups, Student\'s t-test was used. For all comparisons of non-continuous data (i.e., medical history data and serologic abnormalities), the Pearson χ^2^ test was used. To estimate the magnitude of atopic disease and the probability of abnormal laboratory findings, we calculated the odds ratio (OR) by using logistic regression. In all cases, *p*-values \<0.05 were considered statistically significant.

RESULTS
=======

Demographics
------------

Of the 871 AA patients, 98 patients (11.3%) were in the early-onset group, whereas 773 patients (88.7%) were in the late-onset group. No significant difference in sex was observed between the early-onset and late-onset groups ([Table 1](#T1){ref-type="table"}).

Family history of alopecia areata
---------------------------------

When compared with the late-onset group (0%, *p*=0.00), significantly more patients (2.0%) in the early-onset group had a positive family history of AA ([Table 1](#T1){ref-type="table"}).

Comorbid disorders
------------------

We assessed the patients\' medical histories and compared the comorbid disorders of the early-onset and late-onset groups. AD was observed to be the most common comorbid disorder in the early-onset group, whereas thyroid disease including hyperthyroidism, hypothyroidism, goiter, and thyroiditis, was the most common in the late-onset group. Significantly more patients in the late-onset group had a medical history of hypertension, diabetes and thyroid disease (*p*=0.014, 0.047, and 0.000, respectively). Conversely, AD was significantly more common in the early-onset group (*p*=0.008) ([Table 2](#T2){ref-type="table"}). By calculating the OR of AD, the early-onset group tended to have a significantly higher chance of associated AD (OR, 2.795; 95% confidence interval \[CI\], 1.27\~6.13).

Serum test results
------------------

To compare the other clinical manifestations of early-onset and late-onset AA patients, we compared the average levels of serum parameters that were measured on the first day of the patients\' visit to the clinic. Most of the values showed no significant differences. The average hemoglobin, hematocrit, creatinine (Cr), aspartate aminotransferase, triglyceride (TG), and cholesterol were all significantly greater in the late-onset group than in the early-onset group ([Table 3](#T3){ref-type="table"}); however, notably, the mean levels from all the above tests fell into the reference ranges for both groups. No significant differences were observed in TFTs. The probability of abnormal serum test results was then compared between groups. Specifically, an abnormal test result was defined as low hematologic test results, abnormal TFT results, elevated blood urea nitrogen, elevated Cr, elevated glucose, elevated liver enzymes, elevated lipid panel, and/or positive ANA with s titer \>1:80, as per the laboratory reference values. Both age groups showed no significant differences of probabilities of having abnormal laboratory results except for lipid profiles. The late-onset group showed a significantly greater number of patients with high TG or cholesterol according to reference values. By calculating the OR, the late-onset group showed a higher chance of having abnormally high lipid profile levels ([Table 4](#T4){ref-type="table"}). However, the OR calculated after adjusting for age showed no significance, which implies that these results are considerably influenced by age. Although there was no significance, the early-onset group had a higher probability of having a positive ANA test than the late-onset group.

DISCUSSION
==========

AA is a common disease with a broad spectrum of clinical features and a variable age of onset. The lifetime risk of AA has been estimated to be about 1.7%, with childhood onset occurring in 20% to 50% of AA patients[@B13],[@B14],[@B15]. Previously, AA has been linked to other autoimmune diseases, primarily atopic disease, thyroid disease, and vitiligo[@B8],[@B13],[@B16],[@B17],[@B18],[@B19],[@B20]. Moreover, some previous reports suggest that early-onset AA has a stronger association with a positive family history, a worse prognosis, and an increased risk of other concomitant medical disorders, particularly atopic diseases and LE[@B4],[@B10],[@B12]. A recent epidemiologic study about the difference between adult and pediatric AA[@B21], claimed that there was no statistically significant difference in the frequencies of autoimmune and atopic disease. Therefore, this issue remains controversial. Little is known about the relation between the age of onset and clinical presentation of AA, particularly in Asian populations. To characterize whether any clinical differences exist between early- and late-onset AA, we defined early-onset as occurring before age 13 years, as this age roughly represents the beginning of puberty[@B4],[@B22].

As evident in our results, the late-onset group had a significantly higher prevalence of comorbid disorders, including hypertension, diabetes, and thyroid disease, although these results may be skewed by the higher average age of the late-onset group, and OR was not significant. On the other hand, the early-onset group had a significantly higher prevalence of AD (OR, 2.795; 95% CI 1.27\~6.13) and positive family history of AA, results that are consistent with previous reports[@B18],[@B23] in other ethnic populations. We sub-divided the patients into the early-onset and late-onset groups according to the onset age obtained from medical history taking in the patients. However, most of the patients recalled that their condition appeared not long before the visit to the clinic, and therefore, in most cases, the onset age was similar to the age at the time of clinic visit.

Serologic testing was also used as an endpoint in this study. However, although the mean levels of certain serologic tests varied significantly between groups, these data could not be interpreted as all average levels were within the laboratory ranges. The probability of having an abnormal laboratory finding varied significantly between the two groups in lipid profiles. However, these results were proved to be influenced by the older age of the late-onset group. Although no significance was found, more patients in the early-onset group showed positive ANA test, with titer \>1 : 80 compared with late-onset group. This implies that in further studies, history of autoimmune diseases and laboratory autoimmune tests must be carefully checked in early-onset AA patients to search for a higher prevalence of autoimmune diseases.

Although the pathogenesis of AA is not yet fully understood, the prevalence of comorbid atopic and autoimmune diseases suggests that an immune mechanism is somehow essential to the etiology[@B24],[@B25]. Previous reports indicate that both Th1 and Th2 cytokines participate in AA pathogenesis[@B7]. Furthermore, although Th2 cytokines usually outweigh Th1 in relevance in atopic diseases, Th1 also plays an important role in the later stages of AD[@B26]. Accordingly, a similar biphasic Th pattern may explain the increased prevalence of AD in AA patients[@B7]. The higher frequency of AD in the early-onset AA group in our study may lend weight to the idea that AA and atopy share a Th2 cytokine pattern[@B7]. On the other hand, the difference in the extent of AA between the early-onset and late-onset groups may have contributed to this result. As a history of AD and hypothyroidism is significantly associated with alopecia totalis or alopecia universalis[@B7],[@B16], and early-onset AA is known to have a tendency to be more severe and less favourable prognosis[@B27], the early-onset AA patients in our study may have had more severe subtypes of AA, including alopecia totalis and universalis.

This study has several notable limitations. First, because of both the retrospective nature of the study and the fact that all family history data were obtained from patients\' statements, the prevalence of comorbid disorders and family history may have been underestimated. Second, as all serologic tests were performed at the time of the initial visit, the results may be biased by the patients\' age. As mentioned above, the onset age did not differ considerably from the age at the time of visit; thus, the age of the patients may have had a significant influence on the comparison of comorbidity profiles between the two groups. Finally, owing to the retrospective design of the study, we could not determine if further evaluations for abnormal serum test results, for example, evaluation for thyroid function abnormality, anemia, or autoimmune disease, were done subsequently. If appropriate follow-up was done, it would have been much more helpful in clarifying the clinical manifestations of the two groups. For a further, more comprehensive evaluation of clinical manifestations among early-onset AA patients, a prospective study comparing a large group of AA patients with healthy controls is clearly needed.

In summary, we have done a large group study on Korean AA patients, and compared the comorbidity profiles of the early-onset and late-onset groups. The early-onset group (before age 13 years) had significantly more patients with AD as a comorbid disorder and with a family history of AA, which is consistent with the previous reports on different ethnic populations. Although this study presents limited knowledge that has been previously reported, it is significant in that it is an epidemiologic study done on a large group of Korean AA patients, comparing two groups differentiated by onset age. Moreover, early-onset AA patients show similar clinical characteristics to other ethnic populations.
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Patient demographics and family history of AA
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Values are presented as number (%). AA: alopecia areata.
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Comorbid disorders

![](ad-26-722-i002)

NS: non-statistically significant odds ratio.
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Serologic test results
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Values are presented as mean±standard deviation. Hb: hemoglobin, Hct: hematocrit, T3: triiodothyronine, T4: thyroxine, TSH: thyroid-stimulating hormone, BUN: blood urea nitrogen, Cr: creatinine, AST: aspartate aminotransferase, ALT: alanine aminotransferase, TG: triglyceride.
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Probability of abnormal laboratory findings
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OR: odds ratio, CI: confidence interval, Hb: hemoglobin, TFT: thyroid function test, BUN: blood urea nitrogen, Cr: creatinine, AST: aspartate aminotransferase, ALT: alanine aminotransferase, TG: triglyceride, ANA: antinuclear antibody, NS: non-statistically significant odds ratio.
